tionally credited with a uterine action, some because of interest aroused by pharmacological research. It would be pointless at this time to attempt any complete list. One drug, however, is now arousing interest and deserves special mention. This is a purified lupanine base to which the name sparteine has been given.
Sparteine, a naturally occurring alkaloid, has been known to pharmacologists for many years. So long ago as 1873 it was employed as a corrective for certain cardiac irregularities. Because of a supposed analogy between the heart muscle and uterine muscle, and also because of certain pharmacological observations reported by Tamba in 1921, it was occasionally employed in the hope that it would induce the onset of labour or speed the progress of labour already started. With the introduction of standardized and of synthetic preparations a new interest has been stimulated, and there is now a considerable literature relating to this drug, more especially in the American journals.
In this country sparteine has been given a trial in several centres. Embrey and Yates (1964) , in Oxford, have shown by tocograph tracings in the human subject that it has an undoubted oxytocic effect which in quality resembles that of oxytocin although with an action somewhat less consistent.
A Backward Look
The olinical trial of sparteine continues, but meantime it would be prudent to bear in mind the history of other uterine stimulants. First there was astonishment on discovering the effect. Next there was a cautious employment of the drug in labour. Then came the period of uncritical and reckless use. Lastly, there was the sober realization that a substance beneficial in reasonable dosage, or in the presence of weak uterine contractions, becomes a danger when administered in high dosage or when the uterus is already briskly active.
Here let me recall the words of the late Joseph B. DeLee, long the doyen of American obstetrics. He was referring to the misuse of pituitary extract, but equally well his warning might be applied to all oxytocic agents. "A streamlined labour," he said, " is as safe as a streamlined parachute."
And now to add a grim note. October the left leg felt numb and stiff. On 29 October symptoms had nearly cleared ; no definite organic signs were evident on examination. During the war she served in India as an officer in the W.A.A.F. and remained well except for a mild relapse in 1942. From 1946 onwards she worked in Portugal. In March 1960 she wrote: "To sum up. I have over the years been conscious from time to time of a slight weakness in the left leg, but have led a perfectly normal active life and have been quite fit." On 13 May 1961 she died within 24 hours from " heart failure and pulmonary oedema." A married woman, first seen in 1943 at the age of 23 in the second year of the disease, had 17 relapses, mainly sensory, in the course of the next 18 years. Pyramidal signs, however, remained minimal. Subject to attacks of depression which led to admission to a mental hospital on two occasions, she finally gassed herself in dctober 1961 at the age of 41.
The third patient, a man aged 64, died from carcinoma of the lung in May 1964 in the twenty-fifth year of the disease.
The three patients who died and one untraced have been omitted from Table II and subsequent tables and calculations.
In 12 patients the disease began between the ages of 15 and 19 and in 33 in their fourth decade, thus accounting, in part, for the fact that 39 patients are now aged 50 or over. Twelve patients are now disabled, six somewhat severely. In nine progression of the disease was mainly or wholly responsible for the deterioration, although in two patients an hysterical overlay played a part. In three patients disability was mainly or entirely due to some associated condition-arthritis in two women, aged 62 and 63, and heart failure in another, aged 63. Of the 12 disabled patients five are in the fifth, four in the sixth, and one in the fourth decade of life. Those multiplesclerosis patients who survive into the 60-and 70-year agegroups will not escape the risk of the usual disabilities of the elderly.
Diagnostic Criteria
The following definitions cover all patients in the present survey (McAlpine, 1961 (Ivers and Goldstein, 1963) .
Pyramidal Signs.-Disability in multiple sclerosis depends almost entirely on the extent to which pyramidal and cerebellar pathways become affected. he could find no evidence of organic nervous disease. In April 1964 she wrote that apart from the discomfort of varicose veins she remained well.
In these 14 cases initial symptoms varied: retrobulbar neuritis in 3 ; double vision in 3 ; acute brain-stem in 4 ; spinal cord in 2; acute brain-stem and spinal cord in 2.
Discussion
The possibility of recovery from multiple sclerosis visualized by Charcot (1872) has since then occurred to few (Marie, 1895; Bramwell, 1917; Birley and Dudgeon, 1921) . Nearly 30 years ago, in words of singular perception, Brain (1936) summarized his views on prognosis: " If a remission may last thirty years why not for a lifetime ? The overwhelming number of patients in whom the disease is progressive should not blind us to the probability that the continuous series from the most acute to the most benign forms extends further to include those in whom a first attack is never followed by another."
Laborious though the follow-up method may be, it remains the sole means of proving clinically that multiple sclerosis may exist in a benign form. Before attempting to draw conclusions from the present medium-length study the following facts must be borne in mind. The first relapse may be deferred for many years. Retrobulbar neuritis is usually quoted in this context, but the analysis of initial symptoms given earlier in the 14 patients who have not so far relapsed suggests that other types of onset may also be followed by a prolonged latent phase.
Published data on the frequency with which an acute retrobulbar neuritis, unaccompanied by other neurological signs, is later followed by evidence of multiple sclerosis are scarce and show variations in diagnostic criteria as well as in length of follow-up. Two examples will suffice. In 48 (50%) of 97 cases of retrobulbar neuritis reported from Belfast by Beatrice Lynn (1959) signs of multiple sclerosis developed after a followup period ranging from 4 months to 29 years. With her co-operation those cases which had been under observation for less than five years were eliminated, leaving 67. During a mean follow-up period of 18 years 57 (85%) showed other signs of the disease (McAlpine, Lumsden, Acheson, 1965) . In striking contrast are the results of a recent study by Kurland,
